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U. Amendments to the Claims 

1) (Ciurently Amended) A process for the preparation of ciicilopram which comprises: 
(a) treating 5-formylpbthaIide of fonnula 



o 




0) 



with a hydroxylamine of fonnula 

R-O-NHz (H) 

wherein R represents a hydrogen atom (Ua) or a substituent inert under the conditions of a 
Grignard reacrion (lib) to obtain an oxime (b^ roaoiing th e oxime thufi obtainod of formula 




wherein R is as defined above, with a 4-fluorophenylmagnesiwm halide, ctFOigbtforwardly when 
R=R' (Illb) or after substimtion of R by R" when R-H (Ilia); 

(bWeactmg the oxime thus obtained to form an (a) roaoiing tho intermediate ketone of formula 

840>;562_l_l 00788.0007 ; 
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wherein R' is as defined above and R" represems MgHal (iVa) wherein Hal is halogen, or 
hydrogen (IVbJ, wiih a [3Hdiniethyliunino)propyl]magnesittm hahde; 

(c) reacting ihe iniennediaie ketone of fonnala IV lo form an fd>o y 6li2ing tfao miennediaie diul 
of fbrmala 




00 



wherein R' is as defined above; and 

(d^ cvchzina the inieonediaie diol of formula V lo form a (o^ removing iho group R' of iho 
substimied oxime of formula 
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F 



wherein R' is as defined above; 

(e) removing ihe gxoup R* of the subsciiuied oxime of foroiulaVi to form ( ft conv e rting the 
UDSubsiituied oxyaxnino group of the oxime of formula 




tflconverxiptf the unsubsiituted oxyamino group of the oxime of Ibrmula VII i nto niirUe to give 
citalopram (A) or oae of ii$ pbannaceuucal acceptable salts; or 

(e') optionally, when is tripbenybnethyl or diphenylmethyl, straightfoiwar<Hy convening the 
substituted oxyammo group of the oxime of fonnula VI into nitrile by treatment with a mixed 
anhydride of formula 

H-CO-O-CO-R'" (Vni) 



84UJ4562_l^l0U7tf{i^0U07l 
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wherein R'" represems a Cj-Co alkyl group, an aralkyl group or m group, lo give 
ciialopram (A) or a pharmaceutical acceptable sail thereof 

2) (Origmai) The process acconjing to claim U wherein W is {Ci-C6)allcyl, (CrC3)alcoxy(C2- 
C4)alkyl, a benzyl, diphcnylmethyl or triphenylmethyl group, unsubstituted or substituted on the 
benzene rings with one or more groups independemly chosen among (Cj-C^} ^kyl, (C|- 
C3)alcoxy and nitro groups or with a 2,3- or 3,4-methyJenedioxy group, 

3) (Original) A process according to claim 2 wherein R* is inphenylmethyl or diphcnylmethyl. 

4) (Original) A process according to claim ] wherein said 4-fluorophenyUnagnesium balide is 
the bromide. 

5) (Original) A process accordmg to claim 1 wherein said [3- 
(dimethylamino)propyl]magnesium halide is the chloride. 

6) (Original) A process according to claim I wherein step (d) is carried out in the presence of a 
halide of an alkyl- or arylsulfonic acid. 

7) (Original) A process according to claim 6 wherein said balide of an alkyl- or arylsulfonic 
acid IS methanesulfonyl chloride. 

8) (Currently Amended) A process according to claim I wherein R* represents iripbenyhneibyl 
or diphenyknethyl and the intermediate of formula VJ is gtraightforwqrdly convened to 
citalopram according to step (e'). 

9) (Onginal) A process according to claim 8 wherein in said anhydride of fonnula ViU R'" 
represents (C1-C4) alkyl, ben2y] or phenyl. 

10) (Original) A process according to claim 9 wherein R'" represents methyl 
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PAGE 6/13 ' RCVD AT 7/21/2005 3:42:06 PM [Eastim 



Jul-21-2005 03:48pin Fron-KATTENMUCHINISREPT 



2129407049 



T-853 P. 007/013 F-735 



1 1 ) (Original) A process according to claim \ 0 v^herein said anbydride of fonnula Vm is used 
in admixture with acetic acid. 

12) (Original) A process according to claim 1 1 wherem said mixture is prepared from formic 
acid and acetic anhydride m a mojar ratio of 1 : 1 .25. 

13) (Onginal) A process according to claim 1 wherein said compound of formula VIU is used 
in 1.25 moles per mole of compound of formula VL 

14) (Original) A process according to claim 1 wherein citalopram is isol^ied in the form of 
hydrobromide. 

1 5) (Withdrawn) A compound of formula III, wherein R represents hydrogen or a suhstituent 
R' inen under the conditions of a Grignard reaction. 

16) (Withdrawn) A compound according to claim J 5 wherein R represents a subsiituent R^ 
selected between tdphenylmethyl and diphenylmetbyl. 

17) (Withdrawn) A compound of formula N wherein R' represents hydrogen or a substituent 
inert under the conditions of a Grignard reaction and R" represents MgHal (IVa), wherein Hal is 
halogen, or hydrogen, 

18) (Withdrawn) A compound according to claim 17 wherein R* is triphenylmethyl or 
diphenylmeihyl 

19) (Withdrawn) A compound of formula V wherein R* represents hydrogen or a substituent 
inen under the conditions of u Grignard reaction. 

20) (Withdrawn) A compound according to claim \9 wherein R' is tnphmylmethyl or 
diphenylmetbyl 
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21 ) (Withdrawn) A compound of formula VI wherein R' represents a substituem inert under the 
conditions of a Grignard reaction, other than methyl. 

22) (Withdrawn) A compound according to claim 21 wherein is iriphenylmeTbyl or 
diphenylraeihyl 

23) (Withdrawn) Use of the conq>ound$ of formula III. iV, V and VI as intennediates for the 
preparation of citalopram. 

24) (Onginal) A process for preparing citalopram, according to claim 1. as a single enantiomer 
characterised in that ihe conesponding isolated enantiomers of the compounds of fonnula V or 
VI are used as intennediates. 

25) (Cunrently Amended) A process according to claim 24, characterized in Aat the isolated 
enantiomers of compounds of fonnula V or VI are prepared by resolution of the corresponding 
racemtc mixtures with optically active acids ^ proforobly with tortario or oomphoGulfonio acid . 

26) (Withdrawn) A compound according lo claims 19 to 22 as a single enantiomer. 

27) (New) A process according to claim 24, characterized in that the isolated enantiomers of 
compounds of fonnula V or VI are prepared by resolution of the corresponding racemic mixtures 
with an optically active acid selected from tartaric or camphosulfonic acids* 

28) (New) The process of claim 1 where R' in formula III, represents hydrogen or a substitueni 
R' inert under the conditions of a Grignard reaction. 

29) (New) The process of claim 1 where R' in formula lil is iriphenylmethyt or diphenylmeihyl. 

30) (New) The process of claim I where R' in formula IV represents hydrogen or a substiment 
inen under the conditions of a Grignard reaction and R" represents MgHal (IVa), wherein Hal is 
halogen, or hydrogen, 
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31) (New) The process of claim 1 where R' in forroula V represents hydrogen or a subsiiniem 
inert under the conditions of a Grignard reaction. 

32) (New) The process of claim 1 where R' in fomiiiJa VI represents a substituent inert under 
the conditions of a Grignard reaction, otiier than methyl. 

33) (New) The process of claim 1 where R* in formula VI is mphenylmeihyl or diphenylmeihyl 



PA(X9/13*RCVDAT7/21/200S 3:42:06 PM[Eastem Daylight Tline]*SVR:USPTO{F)(l^-6l33'^ 



